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Introduction
Thallium (Tl), a well-known toxic heavy 
metal, is present naturally in the earth’s 
crust and is now widely used in the manu-
facturing of optical lenses, semiconductors, 
scintillation counters, low-temperature ther-
mometers, chemical catalysts, crystals, and 
imitation jewelry (Rodríguez-Mercado and 
Altamirano-Lozano 2013). Tl is released into 
the environment from a variety of anthro-
pogenic sources, such as mining activities, 
coal and oil combustion, cement plants, and 
refining processes (Kazantzis 2000). China is 
the largest producer and consumer of Tl in 
the world, and, as a result, there is increased 
concern about the widespread presence of this 
metal in the environment (Liu et al. 2010; 
Xiao et al. 2012; Yang et al. 2005).

Increased exposure to Tl in industrial 
workers and in the general population has 
raised concerns for human health (Peter and 
Viraraghavan 2005). Of particular interest 
are possible adverse outcomes associated 
with prenatal exposure to Tl, because fetuses 

are known to be more susceptible to some 
chemical exposures than adults (Stillerman 
et  al. 2008). High-level Tl exposures, 
during pregnancy, due to industrial pollu-
tion have been associated with increased risk 
of congenital abnormalities (Dolgner et al. 
1983). Previous case reports suggested that 
Tl poisoning occurring during pregnancy is 
associated with fetal death, prematurity, or 
decreased birth weight (Hoffman 2000).

Low birth weight (LBW), which is 
defined as a birth weight of < 2,500 g, is a 
main cause of morbidity and mortality in the 
neonatal period, and is one of the main risk 
factors of global disease burden, according 
to the World Health Organization (WHO 
2002). Previous research has found an 
association between LBW and a variety of 
adverse health outcomes during childhood, 
some of which may persist into adulthood 
(Gluckman et al. 2008). Prenatal exposure to 
heavy metals such as arsenic, cadmium, and 
lead has been associated with decreased birth 
weight (Hopenhayn et al. 2003; Ronco et al. 

2009; Zhu et al. 2010). Except for a small 
pilot study that reported a negative association 
between maternal blood Tl concentration and 
birth weight in 81 Chinese mother–infant 
pairs (Hu et al. 2015), we are not aware of any 
epidemiological studies that have investigated 
the association between prenatal exposure to 
Tl and risk of LBW. As a follow-up to the 
report by Hu et al. (2015), we conducted a 
case–control study to evaluate the association 
between prenatal Tl exposure and the risk of 
LBW among 816 pregnant women (including 
204 cases and 612 matched controls) in 
Hubei province, China.

Methods
Study design and study population. A nested 
case–control study design was used in this 
study. Both cases and controls were selected 
from the prospective Tongji birth cohort, 
which was conducted to explore the environ-
mental and genetic factors that affect health 
and development. This ongoing cohort enrolls 
participants at three maternity hospitals in 
the cities of Wuhan, Ezhou, and Macheng, 
which are located in Hubei province in the 
central region of People’s Republic of China. 
The recruitment period started in November 
2012 and will continue for 3 years. Pregnant 
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Background: Thallium (Tl) is a highly toxic heavy metal widely present in the environment. Case 
reports have suggested that maternal exposure to high levels of Tl during pregnancy is associated 
with low birth weight (LBW), but epidemiological data are limited.

Objectives: This study was designed to evaluate whether prenatal Tl exposure is associated with an 
increased risk of LBW.

Methods: This case–control study involving 816 study participants (204 LBW cases and 
612 matched controls) was conducted in Hubei Province, China, in 2012–2014. Tl concentrations 
were measured in maternal urine collected at delivery, and associations with LBW were evaluated 
using conditional logistic regression.

Results: Higher maternal urinary Tl levels were significantly associated with increased risk 
of LBW [crude odds ratio (OR) = 1.52; 95% CI: 1.00, 2.30 for the highest vs. lowest tertile], 
and the association was similarly elevated after adjustment for potential confounders (adjusted 
OR = 1.90; 95% CI: 1.01, 3.58 for the highest vs. lowest tertile). Stratified analyses showed slightly 
higher risk estimates for LBW associated with higher Tl levels for mothers < 28 years old and 
for mothers with lower household income; however, there was no statistical evidence of hetero­
geneity in risk according to maternal age (p for heterogeneity = 0.18) or household income (p for 
heterogeneity = 0.28).
Conclusion: To our knowledge, ours is the first case–control study to investigate the association 
between prenatal Tl exposure and LBW. The results suggest that prenatal exposure to high levels of 
Tl may be associated with an increased risk of LBW.
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women, who came for their first examination 
in the first trimester or gave birth at one of the 
three hospitals, have been asked to participate 
in the study. The eligibility criteria for partici-
pants are as follows: a) residence in the study 
areas at the time of the recruitment period 
with an expectation to reside continually in 
these areas for the foreseeable future, and 
b) ability to comprehend the Chinese language 
and complete the questionnaire. Participants 
were invited to provide blood and urine 
samples and participate in a face-to-face inter-
view. Also, the participants will be contacted 
by telephone for follow-up. The participating 
children will be followed through the use of 
questionnaires and health examinations at 
1 month, 6 months, 1 year, 3 years, 6 years, 
and 12  years of age. Between November 
2012 and April 2014, 16,293 women were 
recruited from three hospitals (9,209 from 
Wuhan, 4,550 from Ezhou, and 2,534 from 
Macheng), and the participation rate (number 
of participants/number of potentially eligible 
women) was 78.7%. The research protocol 
was approved by the ethics committee of the 
Tongji Medical College, Huazhong University 
of Science and Technology, and the three 
study hospitals. All participants provided 
written informed consent at enrollment.

In this study, cases were mothers who 
delivered a singleton live infant with birth 
weight < 2,500 g in one of the three hospi-
tals. Controls were mothers who delivered a 
singleton live infant with normal birth weight 
between ≥ 2,500 g and < 4,000 g. Women 
with multiple pregnancies, without urine 
samples available for analysis, and those who 
gave birth to a stillborn infant or an infant 
with a birth defect were excluded. For each 
case, three individual controls were randomly 
selected from the birth cohort based on the 
matching variables by delivery hospital, infant 
sex, and maternal age at conception (within 
1-year interval). If more than three potential 
controls met the matching criteria for an indi-
vidual case, the three women whose maternal 
ages were closest to that of the case mother 
were selected. Controls were sampled from 
the cohort without replacement, so an indi-
vidual control could be matched to one case 
only. A total of 204 cases and 612 controls 
were included in the analysis.

Data collection. The face-to-face inter-
views were conducted by specially trained 
nurses in the hospitals with the participants 
after delivery. The interview collected a variety 
of information, including socioeconomic data 
(e.g., maternal age, education, occupation, 
household income, and self-reported weight 
before pregnancy) and lifestyle factors during 
pregnancy (e.g., smoking, passive smoking, 
and alcohol consumption). Information about 
the mothers’ history of pregnancy outcomes, 
disease, and information concerning the 

infants’ birth date, sex, gestational age at birth, 
and birth weight were retrieved from medical 
records. Gestational age was estimated using 
the date of the last menstrual period. Birth 
weight of infants was measured within 1 hr 
after birth by experienced obstetric nurses 
using standardized procedures. The body 
mass index (BMI) of mothers was calculated 
using the self-reported weight before preg-
nancy and height, which was measured using 
a stadiometer.

Urine sample collection and Tl measure-
ment. The maternal urine samples were 
obtained during admission to the hospital as 
part of the preparation for delivery (within 
3  days before delivery). All of the urine 
samples were collected in polypropylene tubes, 
and stored at –20°C until further analysis.

Before analysis, urine samples were 
thawed at room temperature, and 1 mL of 
urine from the supernatant was introduced in 
15-mL Kirgen polypropylene conical centri-
fuge tubes. Next, 3% HNO3 was added to 
the final volume of 5 mL for overnight nitri-
fication. The resulting sample was digested 
by ultrasound at 40°C for 1  hr and then 
analyzed for Tl by inductively coupled plasma 
mass spectrometry (ICP-MS) (Agilent 7700; 
Agilent Technologies). The operation condi-
tions of ICP-MS were RF power 1550 W, 
plasma gas flow 15.00 L/min, auxiliary gas 
flow 0.9 L/min, carrier gas flow 0.25 L/min, 
resolution (peak high 10%) 0.65 ~ 0.80 amu, 
improved quantity of samples 0.4 mL/min, 
unimodal residence time 0.1 sec.

All maternal urinary Tl levels were 
analyzed without knowledge of case–control 
status. The Tl measurements were repeated 
three times and the average was used for all 
statistical analyses. The Standard Reference 
Material Human Urine (SRM2670a Toxic 
Elements in Urine; National Institute of 
Standards and Technology, Gaithersburg, 
MD, USA) was used as an external quality 
control in each batch to assess the instrument 
performance, and the concentrations measured 
were within the certified range recommended 
by the manufacturer (5%). If concentrations 
were significantly different from the certi-
fied value of SRM2670a, the instrument was 
recalibrated and the previous batch of samples 
was reanalyzed. A 3% HNO3 blank was 
processed in each batch of samples to control 
for possible contamination. The limit of detec-
tion (LOD) for Tl was 0.02 μg/L. The recovery 
of the quality control standard by using this 
procedure was 103%. The intra-day coeffi-
cient of variation (CV) was 1.34%, and inter-
day CV was 2.07%. The undetected samples 
(n = 5) were assigned a value of one-half the 
LOD. Lead, arsenic, and cadmium were also 
measured simultaneously, because previous 
studies have suggested that they are poten-
tially associated with decreasing birth weight 

(Hopenhayn et al. 2003; Ronco et al. 2009; 
Zhu et al. 2010). The recoveries of the three 
heavy metals varied from 85% to 100%, and 
the intra-day and inter-day CV was within 
5%. The detection rate of lead, arsenic, and 
cadmium in maternal urine samples was 
98.2%, 100%, and 99.8%, respectively.

Urine creatinine concentrations were deter-
mined by a creatinine kit (Mindray BS-200 
CREA Kit; Shenzhen Mindray Bio-medical 
Electronics Co., Ltd). Tl concentrations in 
urine (micrograms per liter) were adjusted for 
creatinine to account for variations in urine 
dilution in spot urine specimens, and results 
were expressed as μg/g creatinine.

Statistical analysis. The distributions of 
Tl concentrations were tested by the Shapiro–
Wilk normality test. Because Tl concentra-
tions were highly skewed, the Wilcoxon 
matched pairs signed rank test was used to 
compare Tl concentrations between cases 
and controls. The Pearson chi-square test 
was used to evaluate the differences in the 
variables between cases and controls. The 
associations between the risk of LBW and 
maternal urinary Tl levels were evaluated by 
calculating matched odds ratios (OR) and 
95% confidence intervals (CIs) using condi-
tional logistic regression models. Models were 
fit using maternal urinary Tl concentrations 
as categorical variables, based on the tertile 
distribution of Tl concentrations in controls, 
and the lowest tertile was assigned as the 
referent group. In this study, the three vari-
ables that may represent socioeconomic status 
(SES) including household income (≥ 50,000 
or < 50,000 yuan per year), maternal educa-
tion (more than high school, high school, less 
than high school), and occupational status 
(employed or unemployed), were weakly 
correlated (Pearson correlation coefficients 
were r = 0.28 between income and education, 
and r = 0.12 between income and occupa-
tion). The likelihood ratio test was used to 
assess model fit, and inclusion of all three 
SES variables (income, education, occupa-
tion) into the model did not significantly 
improve the model fit compared to addition 
of each individual variable into the model 
separately. We selected household income to 
adjust for SES in this study because its adjust-
ment showed a larger impact on the ORs for 
the association between Tl and LBW than 
did the other two SES variables. Although 
gestational age (< 37 or ≥ 37 weeks), parity (1 
or ≥ 2), maternal BMI (underweight, normal, 
overweight), passive smoking (yes or no), 
and hypertension during pregnancy (yes or 
no) individually did not cause a change in 
the ORs by ≥ 10%, inclusion of all of these 
variables in the model together did result in 
a > 10% change in the ORs for Tl, and thus 
they were all included in the final model. The 
missing values were constructed as dummy 
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variables in the regression model. We did 
not adjust for maternal smoking or alcohol 
consumption during pregnancy because these 
behaviors were reported by only one case (for 
smoking) and by two cases and one control 
(for alcohol consumption) (Table 1).

We tested for linear trends by modeling 
the median values of tertiles of Tl as a contin-
uous variable and evaluated the statistical 
significance of this predictor using the Wald 
test. The analyses were further stratified by 
infant sex and maternal age. The median age 
of the case mothers at delivery (28 years old) 
was used as the cut-point for these stratified 
analyses, regardless of the age of the matched 
controls (one matched control mother with 
an age of 29 years was distributed into the 
≤ 28 year old stratum). We also performed 
sensitivity analyses that excluded maternal 
urine samples with creatinine < 0.3 g/L or 
> 3 g/L (WHO 1996), preterm births (gesta-
tional age < 37 weeks), and hypertension 
during pregnancy. In the sensitivity analyses, 
the entire matched set was excluded if the 
case or any one of the three matched controls 
had these conditions. To evaluate the asso-
ciation between maternal urinary Tl levels and 
LBW stratified by education, occupation, and 
household income, we used unconditional 
logistic regression models; these were adjusted 
for the matched factors (delivery site, maternal 
age, and infant sex) and other potential 
confounders. In addition, to evaluate potential 
confounding by lead, cadmium, and arsenic 
on LBW, we also performed a conditional 
multivariable logistic regression analysis that 
included the potential confounders and the 
heavy metals measured in maternal urine.

All statistical analyses were performed 
using SAS (version 9.3; SAS Institute Inc.). All 
statistical tests were considered to be significant 
at an alpha level of 0.05 for a two-tailed test.

Results
Table 1 presents general characteristics of the 
204 cases and 612 controls. Approximately 
77% of the participating mothers were 
enrolled from Wuhan, 11% were from 
Ezhou, and 12% were from Macheng. 
There were 101 sets of boys and 103 sets of 
girls. The mean age of all the participating 
mothers was 28.1 ± 4.7 years old. Compared 
with the controls, the case mothers had 
lower educational attainment and lower 
household income, and were more likely to 
be underweight. There were a significantly 
higher proportion of case mothers who had 
hypertension during pregnancy and who had 
preterm birth compared with the controls. 
The average gestational weeks of infants in 
the cases and controls were 36.2 ± 2.3 and 
38.9 ± 1.2, respectively. We also found that 
the LBW cases were significantly associated 
with lower household income, low BMI, 

hypertension during pregnancy, and gesta-
tional age in the multivariable model (see 
Supplemental Material, Table S1).

The detection rate for Tl in maternal 
urine was 99.4%. The creatinine-adjusted Tl 
concentrations ranged from below the LOD 
to 8.15 μg/g creatinine with a median of 
0.64 μg/g creatinine in the mothers of LBW 
cases, and from below the LOD to 6.90 μg/g 
creatinine with a median of 0.55 μg/g creati-
nine in the control mothers (see Supplemental 
Material, Table S1). There was no significant 
difference in the median Tl concentrations 

between the two groups (p  > 0.05). Also, 
there were no significant differences in the Tl 
concentrations for different educational levels, 
occupational status, household income, or for 
other demographic characteristics.

The unadjusted and adjusted ORs and 
95% CIs for LBW according to the tertiles 
of creatinine-adjusted Tl concentrations 
in maternal urine are shown in Table  2. 
Compared with the lowest tertile of urinary Tl 
concentrations, a significant trend was found 
between LBW risk and increasing levels of 
Tl in the unadjusted analysis (OR = 1.19; 

Table 1. Basic characteristics of LBW cases and controls [n (%)].

Characteristic
Cases 

(n = 204)
Controls 
(n = 612) p-Value

Delivery hospital NA
Wuhan 158 (77.4) 474 (77.4)
Ezhou 22 (10.8) 66 (10.8)
Macheng 24 (11.8) 72 (11.8)

Infant sex NA
Male 101 (49.5) 303 (49.5)
Female 103 (50.5) 309 (50.5)

Maternal age (years) NA
< 25 48 (23.5) 146 (23.8)
25–29 81 (39.7) 242 (39.5)
30–34 58 (28.4) 174 (28.4)
≥ 35 17 (8.3) 50 (8.2)

Education < 0.01
More than high school 77 (37.8) 322 (52.6)
High school 38 (18.6) 120 (19.6)
Less than high school 89 (43.6) 167 (27.3)
Missing 0 (0.0) 3 (0.5)

Occupation 0.17
Employed 152 (74.5) 491 (80.2)
Unemployed 44 (21.6) 97 (15.9)
Missing 8 (3.9) 24 (3.9)

Household income (yuan per year) < 0.01
≥ 50,000 61 (29.9) 279 (45.6)
< 50,000 116 (56.9) 275 (44.9)
Missing 27 (13.2) 58 (9.5)

BMI (kg/m2) 0.02
Normal (18.5–23.9) 108 (52.9) 385 (62.9)
Underweight (< 18.5) 60 (29.4) 125 (20.4)
Overweight (≥ 24) 26 (12.8) 85 (13.9)
Missing 10 (4.9) 17 (2.8)

Smoking during pregnancy 0.02
No 198 (97.1) 608 (99.4)
Yes 1 (0.5) 0 (0.0)
Missing 5 (2.4) 4 (0.6)

Passive smoking during pregnancy 0.69
No 149 (73.0) 464 (75.8)
Yes 47 (23.0) 129 (21.1)
Missing 8 (3.9) 19 (3.1)

Alcohol use during pregnancy 0.31
No 196 (96.1) 594 (97.1)
Yes 2 (1.0) 1 (3.3)
Missing 6 (2.9) 17 (2.8)

Parity 0.22
1 159 (77.9) 501 (81.9)
≥ 2 45 (22.1) 111 (18.1)

Hypertension during pregnancy < 0.01
No 183 (89.7) 598 (97.7)
Yes 20 (9.8) 12 (2.0)
Missing 1 (0.5) 2 (0.3)

Gestational age (weeks) < 0.01
> 37 96 (47.1) 598 (97.7)
≤ 37 108 (52.9) 14 (2.3)

NA, not applicable (matching factor).
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95% CI: 0.79, 1.78 for the medium tertile 
and OR = 1.52; 95% CI: 1.00, 2.30 for the 
highest tertile) (p trend = 0.06). After adjust-
ment for potential confounders, the positive 
association between LBW risk and maternal 
urinary Tl levels was similarly elevated with 
a significant trend (adjusted OR  =  1.61; 
95% CI: 0.89, 2.91 for the medium tertile 
and 1.90; 95% CI: 1.01, 3.58 for the highest 
tertile) (p trend = 0.04). When 7 cases and 
18 controls with creatinine concentrations 
< 0.3 g/L or > 3.0 g/L and their matched 
cases or controls were excluded (180 case–
control sets included), we found the adjusted 
OR for LBW was essentially unchanged 
(adjusted OR = 1.88; 95% CI: 0.98, 3.63 for 
the highest vs. lowest tertile). In the analysis 
excluding preterm births (87 case/control sets 
included), an adjusted OR of 1.81 (95% CI: 
0.90,  3.67) was observed for the highest 
tertile, which was slightly decreased due to 
the smaller sample size. We also performed an 
analysis that excluded the women with hyper-
tension during pregnancy (178 case–control 
sets included), and found that the adjusted 
OR for LBW associated with Tl exposure was 
essentially unchanged (adjusted OR = 1.97; 
95%  CI: 1.04,  3.75 for the highest vs. 
lowest tertile).

Table  3 shows results stratified by 
maternal age and infant sex. The adjusted 
OR for the highest tertile of Tl levels was 
2.46 (95%  CI: 1.04,  5.88) for LBW in 
mothers < 28 years old, and 2.09 (95% CI: 
0.86,  5.27) in mothers ≥  28  years old (p 
heterogeneity  =  0.18). Associations were 
similar for male (adjusted OR  =  1.88; 
95% CI: 0.72, 4.96 for the highest vs. lowest 
tertile) and female infants (OR  =  1.90; 
95% CI: 0.79, 4.65) (p heterogeneity = 0.68).

We also performed unconditional 
analyses stratified by household income, 
maternal educational level, and occupa-
tional status, because of the differences 
between cases and controls in these variables 
(see Supplemental Material, Table S2). The 
highest tertile of Tl was positively associated 
with LBW among mothers who had lower 
household income (adjusted OR  =  2.53; 
95%  CI: 1.13,  5.99 compared with the 
lowest tertile), but not in those with higher 
household incomes (OR = 1.19; 95% CI: 
0.37, 2.17). However, the differences between 
household income strata were not significant 
(p for heterogeneity = 0.28). Also, there was 
no statistical evidence of heterogeneity in risk 
according to educational levels (p for hetero-
geneity = 0.62) or occupational status (p for 
heterogeneity = 0.89).

We further performed a conditional multi-
variable logistic regression analysis with all 
variables, including the potential confounders 
and the heavy metals (Tl, lead, arsenic, and 
cadmium). The associations between higher 

levels of Tl and increased risk of LBW were 
largely unchanged (adjusted OR  =  1.91; 
95% CI: 0.95, 4.01 for the highest vs. lowest 
tertile) (see Supplemental Material, Table S3).

Discussion
To the best of our knowledge, this is the first 
case–control study to investigate the associa-
tion of prenatal Tl exposure with the risk of 

LBW. The results of the present study suggest 
that prenatal exposure to the current levels of 
Tl encountered today in China may potentially 
increase the risk of delivering LBW infants.

Tl was detected in almost all of the 
maternal urine samples, indicating that our 
study population is widely exposed to this 
heavy metal in daily life. A comparison of 
urinary Tl concentrations in pregnant women 

Table 2. Association between maternal urinary thallium levels and LBW.

Thallium (μg/g creatinine)
Cases/controls 

(n) ORa (95% CI) ORb (95% CI)
Total (n = 816)

< 0.39 56/204 1.00 1.00
0.39–0.77 67/204 1.19 (0.79, 1.78) 1.61 (0.89, 2.91)
≥ 0.78 81/204 1.52 (1.00, 2.30) 1.90 (1.01, 3.58)
p for trendc 0.06 0.04

Excluding urine creatinine < 0.3 or > 3 g/L (n = 720)
< 0.39 53/180 1.00 1.00
0.39–0.74 53/180 0.99 (0.64, 1.53) 1.40 (0.74, 2.64)
≥ 0.75 74/180 1.49 (0.96, 2.30) 1.88 (0.98, 3.63)
p for trendc 0.01 0.07

Excluding preterm birth (n = 348)
< 0.38 23/87 1.00 1.00
0.38–0.78 31/87 1.36 (0.73, 2.52) 1.39 (0.63, 2.58)
≥ 0.79 33/87 1.52 (0.78, 2.97) 1.81 (0.90, 3.67)
p for trendc 0.29 0.15

Excluding hypertension (n = 712)
< 0.39 49/178 1.00 1.00
0.39–0.77 55/178 1.11 (0.72–1.73) 1.59 (0.86–2.98)
≥ 0.78 74/178 1.62 (1.04–2.54) 1.97 (1.04–3.75)
p for trendc 0.03 0.04

The unadjusted and adjusted estimates were derived using conditional logistic regression to account for matching on 
delivery hospital, infant sex, and maternal age at conception (within 1 year).
aUnadjusted odds ratio. bAdjusted for gestational age, household income, maternal BMI, parity, passive smoking, and 
hypertension during pregnancy. cp-Values for trend were derived using a continuous variable with the median value of 
each tertile.

Table 3. Association between maternal urinary thallium levels and low birth weight, stratified by maternal 
age and infant sex.

Thallium (μg/g creatinine)
Cases/controls 

(n) ORa (95% CI) ORb (95% CI)
p for 

heterogeneity
Maternal age (years)    0.18
< 28 (n = 392)

< 0.38 31/98 1.00 1.00
0.38–0.73 24/98 0.74 (0.40, 1.37) 0.76 (0.39, 1.84)
≥ 0.74 43/98 1.59 (0.88, 2.86) 2.46 (1.05, 5.88)
p for trendc 0.06 0.04

≥ 28 (n = 424)
< 0.41 25/106 1.00 1.00
0.41–0.78 40/106 1.58 (0.90, 2.79) 1.93 (0.84, 5.11)
≥ 0.79 41/106 1.66 (0.93, 2.96) 2.09 (0.86, 5.27)
p for trendc 0.15 0.37

Infant sex    0.68
Male (n = 404)

< 0.42 27/101 1.00 1.00
0.42–0.79 36/101 1.30 (0.74, 2.29) 1.24 (0.51, 3.02)
≥ 0.80 38/101 1.44 (0.79, 2.61) 1.88 (0.72, 4.96)
p for trendc 0.27 0.20

Female (n = 412)
< 0.39 29/103 1.00 1.00
0.39–0.72 30/103 1.05 (0.58, 1.89) 1.57 (0.72, 4.01)
≥ 0.73 44/103 1.63 (0.91, 2.92) 1.90 (0.79, 4.65)
p for trendc  0.07 0.14

The unadjusted and adjusted estimates were derived using conditional logistic regression to account for matching on 
delivery hospital, infant sex, and maternal age at conception (within 1 year).
aUnadjusted odds ratio. bAdjusted for gestational age, household income, maternal BMI, parity, passive smoking, and 
hypertension during pregnancy. cp-Values for trend were derived using a continuous variable with the median value of 
each tertile.
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of the present study and previously published 
data from non-occupationally exposed popu-
lations worldwide is shown in Table 4. The 
pregnant women in our study had higher 
levels of urinary Tl (arithmetic mean, median, 
and geometric mean of 0.40, 0.32, and 
0.28 μg/L, respectively) compared with the 
general populations in developed countries, 
such as in the United States [geometric mean, 
0.16 μg/L (Navas-Acien et al. 2005); median, 
0.15 μg/L (Yorita Christensen 2013)], and 
Germany [arithmetic mean, 0.15  μg/L; 
geometric mean, 0.07 μg/L (Heitland and 
Köster 2006)]. Compared with pregnant 
women in previous studies, our study popula-
tion also had higher levels than those reported 
in pregnant women from the United States 
[geometric mean, 0.17 μg/L (Jain 2013)], and 
Spain [arithmetic mean, 0.18 μg/g creatinine 
compared with 0.40 μg/g creatinine in our 
study population (Fort et al. 2014)]. There 
are currently limited data on Tl exposure 
levels in the general population in China, and 
no previous study has reported the urinary 
Tl levels in Chinese pregnant women. A 
study conducted in Guiyang city, China, 
detected urinary Tl levels in four people who 
were non-occupationally exposed [arith-
metic mean, 0.65 μg/L (Xiao et al. 2007)], 
which was similar to the levels observed in 
our study. Maternal urinary Tl levels in our 
study population were lower than levels in 
503 women in Magu village [arithmetic 
mean, 2.43 μg/g creatinine (Zhang et  al. 
2011)], which is located near a Tl mining 
area in Guizhou Province, China, that has 
been reported to have relatively high envi-
ronmental levels of Tl (Xiao et  al. 2004). 
In China, as a result of rapid economic 
growth, Tl emissions from industrial sources 
including mineral extraction and processing 
have been increasing rapidly (Liu et al. 2010; 
Xiao et al. 2012). Due to the current wide-
spread use of Tl, the potential health effects of 
Tl exposure in the general population require 
more attention.

A previous study showed that the children 
born in an industrial area with Tl contamina-
tion had higher levels of urinary Tl (mean, 
5.2 μg/L), and had about a 6-fold higher risk 
of congenital abnormalities compared with 
the unexposed children (Dolgner et al. 1983). 

Hoffman (2000) reported that pregnant 
women exposed to high levels of Tl (urinary 
Tl >  120  μg/L) gave birth to premature 
and LBW infants. In the present study, we 
provide evidence for an association between 
higher level of maternal urinary Tl and an 
increased risk of LBW, and the association 
was unchanged after excluding the samples 
with the creatinine concentrations < 0.3 g/L or 
> 3.0 g/L and hypertension during pregnancy. 
Infants born preterm account for about two-
thirds of all LBW infants (Martin et al. 2013), 
and consistent with this, our sample size was 
reduced to only 87 sets of cases and controls 
after preterm births were excluded. However, 
associations between LBW and Tl were 
comparable to the total population estimates 
when the analysis was restricted to term births. 
In addition, the association between higher 
levels of Tl and increased risk of LBW was 
not affected by adjustment for lead, arsenic, 
and cadmium. Exposure to these metals has 
been associated with decreasing birth weight 
in previous studies (Hopenhayn et al. 2003; 
Ronco et  al. 2009; Zhu et  al. 2010). Our 
findings are consistent with a pilot study by 
Hu et al. (2015) of 81 mother–infant pairs 
in four Chinese cities, which reported that Tl 
levels were associated with decreased infant 
birth weight.

In the stratified analysis, we found that 
the significant association between maternal 
urinary Tl levels and the risk of delivering a 
LBW infant was slightly more pronounced in 
younger mothers (< 28 years old) compared 
with older mothers (≥ 28 years old) and in 
the mothers who had lower household 
income compared with those who had higher 
household income, although no significant 
effect modification was apparent. Previous 
studies have reported that younger mothers 
and mothers with lower household income 
generally displayed greater risk of delivering a 
LBW infant (Bradley and Corwyn 2002), and 
a reason might be that they are less likely to 
have access to prenatal care.

Although there is currently limited under-
standing of the potential mechanism between 
maternal exposure to Tl and an increased risk 
of LBW infants, one possible mechanism 
is that Tl may exert toxicity by disturbing 
mitochondrial function (Bragadin et al. 2003; 

Korotkov and Lapin 2003). Tl crosses the 
placenta freely (Hoffman 2000) and may 
affect mitochondrial function in placenta and 
fetal tissue, which is critical for embryonic 
and fetal development and growth (Lane 
et al. 1998). Also, some evidence suggests 
that Tl triggers oxidative stress in the cell 
through increasing lipid oxidation (Hanzel 
and Verstraeten 2006) and inhibits enzymes 
with active sites containing cysteine residues 
(Mulkey and Oehme 1993). Increased oxida-
tive stress may also play an important role in 
restricting fetal growth (Mert et al. 2012); 
thus, Tl-induced oxidative stress may also 
impair fetal growth.

One of the strengths of our study is that 
the nested case–control design provided the 
opportunity to include all the LBW infants in 
the study. In addition, interviews conducted 
with all participants allowed us to adjust for 
other potential risk factors for LBW, such 
as gestational age, maternal BMI, household 
income, passive smoking, and hypertension 
during pregnancy.

There are some limitations to this 
study. First, maternal urinary Tl levels 
were measured at only one spot time before 
delivery and may not be perfect surrogates 
for prenatal Tl levels, though urinary Tl is 
regarded to represent a steady-state condi-
tion with long-term exposure in the general 
population (Xiao et al. 2007). A prospective 
study of Tl concentrations at multiple points 
may help to evaluate whether there is a critical 
exposure window of Tl on fetal development, 
and clarify if the change in mothers’ physi-
ological parameters (e.g., hypertension) over 
the course of the pregnancy affects urinary Tl 
levels. Second, maternal nutritional status was 
not addressed in this study, but low maternal 
levels of nutrients are known to adversely 
affect fetal development.

Conclusion
Using a case–control study design, we found a 
positive association between maternal urinary 
Tl and LBW in Chinese women. Additional 
research is needed to confirm the association 
between prenatal exposure to Tl and LBW and 
develop strategies for reducing LBW related 
to developmental exposure to environmental 
pollutants, including Tl.

Table 4. Comparison of thallium concentrations in urine from the present study and previous studies.

Reference Location Sampling years n Population Arithmetic mean Median Geometric mean
Present study Hubei, China 2012–2014 816 Pregnant women 0.40 μg/L  

(0.89 μg/g creatinine)
0.32 μg/L  

(0.56 μg/g creatinine)
0.28 μg/L  

(0.59 μg/g creatinine)
Xiao et al. 2007 Guiyang, China 2002 4 General population 0.65 μg/L — —
Zhang et al. 2011 Magu, China 2010 503 General population 2.43 μg/g creatinine — —
Navas-Acien et al. 2005 USA 1999–2000 2,465 General population — — 0.16 μg/L
Yorita Christensen 2013 USA 2007–2008 1,587 General population — 0.15 μg/L —
Jain 2013 USA 2003–2010 1,565 Pregnant women — — 0.17 μg/L
Fort et al. 2014 Spain 2004–2006 657 Pregnant women 0.18 μg/g creatinine < LOD —
Heitland and Köster 2006 Germany 2005 87 General population 0.15 μg/L — 0.07 μg/L

—, not reported. 



Thallium exposure and low birth weight

Environmental Health Perspectives  •  volume 124 | number 1 | January 2016	 169

Editor’s Note: The author lineup changed 
between advance and final publication. All 
authors of the article agreed to the changes. The 
correct author lineup is included in this article.

References

Bradley RH, Corwyn RF. 2002. Socioeconomic status and 
child development. Annu Rev Psychol 53:371–399.

Bragadin M, Toninello A, Bindoli A, Rigobello MP, 
Canton M. 2003. Thallium induces apoptosis in 
Jurkat cells. Ann NY Acad Sci 1010:283–291.

Dolgner R, Brockhaus A, Ewers U, Wiegand H, 
Majewski F, Soddemann H. 1983. Repeated surveil-
lance of exposure to thallium in a population living 
in the vicinity of a cement plant emitting dust 
containing thallium. Int Arch Occup Environ Health 
52:79–94.

Fort M, Cosín-Tomás M, Grimalt JO, Querol X, Casas M, 
Sunyer J. 2014. Assessment of exposure to trace 
metals in a cohort of pregnant women from an 
urban center by urine analysis in the first and third 
trimesters of pregnancy. Environ Sci Pollut Res Int 
21:9234–9241.

Gluckman PD, Hanson MA, Cooper C, Thornburg KL. 
2008. Effect of in utero and early-life conditions on 
adult health and disease. N Engl J Med 359:61–73.

Hanzel CE, Verstraeten SV. 2006. Thallium induces 
hydrogen peroxide generation by impairing mitochon-
drial function. Toxicol Appl Pharmacol 216:485–492.

Heitland P, Köster HD. 2006. Biomonitoring of 30 trace 
elements in urine of children and adults by ICP-MS. 
Clin Chim Acta 365:310–318.

Hoffman RS. 2000. Thallium poisoning during preg-
nancy: a case report and comprehensive literature 
review. J Toxicol Clin Toxicol 38:767–775.

Hopenhayn C, Ferreccio C, Browning SR, Huang B, 
Peralta C, Gibb H, et al. 2003. Arsenic exposure 
from drinking water and birth weight. Epidemiology 
14:593–602.

Hu X, Zheng T, Cheng Y, Holford T, Lin S, Leaderer B, 

et al. 2015. Distributions of heavy metals in the 
maternal and cord blood and the association with 
infant birth weight in China. J Reprod Med 60:21–29.

Jain RB. 2013. Effect of pregnancy on the levels of 
urinary metals for females aged 17–39  years 
old: data from National Health and Nutrition 
Examination Survey 2003–2010. J Toxicol Environ 
Health A 76:86–97.

Kazantzis G. 2000. Thallium in the environment and 
health effects. Environ Geochem Health 22:275–280.

Korotkov SM, Lapin AV. 2003. Thallium induces 
opening of the mitochondrial permeability transi-
tion pore in the inner membrane of rat liver mito-
chondria. Dokl Biochem Biophys 392:247–252.

Lane RH, Chandorkar AK, Flozak AS, Simmons RA. 1998. 
Intrauterine growth retardation alters mitochondrial 
gene expression and function in fetal and juvenile 
rat skeletal muscle. Pediatr Res 43:563–570.

Liu J, Wang J, Chen Y, Qi J, Lippold H, Wang C. 2010. 
Thallium distribution in sediments from the Pearl 
River Basin, China. Clean (Weinh) 38:909–915.

Martin JA, Hamilton BE, Ventura SJ, Osterman MJ, 
Mathews T. 2013. Births: final data for 2011. Natl 
Vital Stat Rep 62:1–69.

Mert I, Oruc AS, Yuksel S, Cakar ES, Buyukkagnıcı U, 
Karaer A, et al. 2012. Role of oxidative stress in 
preeclampsia and intrauterine growth restriction. 
J Obstet Gynaecol Res 38:658–664.

Mulkey JP, Oehme FW. 1993. A review of thallium 
toxicity. Vet Hum Toxicol 35:445–453.

Navas-Acien A, Silbergeld EK, Sharrett R, Calderon-
Aranda E, Selvin E, Guallar E. 2005. Metals in urine 
and peripheral arterial disease. Environ Health 
Perspect 113:164–169; doi:10.1289/ehp.7329.

Peter AL, Viraraghavan T. 2005. Thallium: a review 
of public health and environmental concerns. 
Environ Int 31:493–501.

Rodríguez-Mercado JJ, Altamirano-Lozano MA. 2013. 
Genetic toxicology of thallium: a review. Drug 
Chem Toxicol 36:369–383.

Ronco AM, Urrutia M, Montenegro M, Llanos MN. 
2009. Cadmium exposure during pregnancy 

reduces birth weight and increases maternal and 
foetal glucocorticoids. Toxicol Lett 188:186–191.

Stillerman KP, Mattison DR, Giudice LC, Woodruff TJ. 
2008. Environmental exposures and adverse preg-
nancy outcomes: a review of the science. Reprod 
Sci 15:631–650.

WHO (World Health Organization). 1996. Biological 
Monitoring of Chemical Exposure in the Workplace. 
Guidelines. Volume I. WHO/HPR/OCH 96.1. 
Geneva:WHO. Available: http://www.who.int/iris/
handle/10665/41856 [accessed 8 May 2015].

WHO. 2002. The World Health Report 2002: Reducing 
Risks, Promoting Healthy Life. Geneva:WHO. 
Available: http://www.who.int/whr/2002/en/ 
[accessed 8 May 2015].

Xiao T, Guha J, Boyle D, Liu CQ, Chen J. 2004. 
Environmental concerns related to high thallium 
levels in soils and thallium uptake by plants in south-
west Guizhou, China. Sci Total Environ 318:223–244.

Xiao T, Guha J, Liu CQ, Zheng B, Wilson G, Ning Z, 
et al. 2007. Potential health risk in areas of high 
natural concentrations of thallium and importance 
of urine screening. Appl Geochem 22:919–929.

Xiao T, Yang F, Li S, Zheng B, Ning Z. 2012. Thallium 
pollution in China: a geo-environmental perspec-
tive. Sci Total Environ 421–422:51–58.

Yang C, Chen Y, Peng Pa, Li C, Chang X, Xie C. 2005. 
Distribution of natural and anthropogenic thallium 
in the soils in an industrial pyrite slag disposing 
area. Sci Total Environ 341:159–172.

Yorita Christensen KL. 2013. Metals in blood and 
urine, and thyroid function among adults in the 
United States 2007–2008. Int J Hyg Environ Health 
216:624–632.

Zhang W, Yao D, Feng J, Zeng D, Fan D, Shang Q. 
2011. Thallium content in adults older than 45 
ages at Hezhang County of Guizhou Province [in  
Chinese]. Wei Sheng Yan Jiu 40:342–344.

Zhu M, Fitzgerald EF, Gelberg KH, Lin S, Druschel CM. 
2010. Maternal low-level lead exposure and fetal 
growth. Environ Health Perspect 118:1471–1475; 
doi:10.1289/ehp.0901561.

http://www.who.int/iris/handle/10665/41856
http://www.who.int/iris/handle/10665/41856
http://www.who.int/whr/2002/en/ 



